Supplemental Note. Case Reports
Family I PI:1 was born as the first child of healthy first cousin Iranian parents. She was born at 39 weeks of gestation after an uneventful pregnancy and normal vaginal delivery. Birth weight (3700 grams), length (52 cm) and occipitofrontal circumference (OFC; 36 cm) were all within normal range. She had severe and generalized cutis laxa, and presented with multiple dysmorphic features including a triangular and progeroid face, a short forehead, overfolded ear helices, hypertelorism, entropion, a prominent beaked nose, a broad nasal tip and columella with narrow nostrils, a long philtrum, an open mouth and a short and pointed chin. Additional features included hypotonia, clenched hands, ulnar deviation of the fingers, congenital hip dysplasia (Graf type 4 on ultrasound), flexion contractures of the knees and club feet. Echocardiography showed a severe dilatation of the ascending aortic root and mild to moderate biventricular hypertrophy. Abdominal ultrasound was normal. She passed away at the age of four months.
First trimester ultrasound in a second pregnancy showed increased nuchal thickness and cardiac abnormalities, but karyotyping of amniocytes was normal (46, XX). The pregnancy was terminated at 21 weeks of gestation. The female fetus (PI:2) had a low weight for gestational age, hypertelorism, low-set ears, increased nuchal thickness and a right hypoplastic heart syndrome with a small and hypoplastic right ventricle, tricuspid valve stenosis and a hypoplastic pulmonary artery.
Family II
PII:1 is a 10-year-old Kuwaiti girl and the first child of a second degree, double consanguineous couple. She was born at term (37 + 2/7 weeks) with a normal birth weight (3430 grams). Shortly after birth she developed severe respiratory insufficiency secondary to bilateral pneumothorax. Her skin was very wrinkled with excessive skin folds and she also presented with bilateral entropion and hip dysplasia. The entropion was surgically corrected at the age of five months and she had surgery for the hip dysplasia at the age of 18 months. She was last seen by a clinical geneticist at the age of ten years and seven months. She suffered from disabling muscular hypotonia and was unable to climb stairs or walk long distances. Clinical examination showed an alert, lean and slender girl. Body length and weight were 134 cm (3 rd -10 th percentile) and 23.5 kg (below 3 rd percentile), respectively. Her skin was wrinkled with some excessive skin folds, but not fragile. She had mild scoliosis, pedes planovalgi, hypermobile joints and marked muscular atrophy. Her facial gestalt was characterized by a long and triangular face, overfolded ear helices, hypertelorism, deepset eyes, discrete nystagmus, a broad and high nasal root, dental crowding, a highly arched palate, prominent nasolabial folds and a short and pointed chin. Intelligence was normal. Echocardiography at the age of ten years showed mild dilatation of the right ventricle in the absence of pulmonary hypertension, an atrial septal defect, phenylalanine and tyrosine concentrations were normal. Urinary amino acid and organic acid concentrations were normal and homocystinuria was excluded. An extended neurometabolic screening using tandem mass spectrometry was unremarkable.
Family III PIII:1 was born as the first child of non-consanguineous German parents. His clinical phenotype was reported earlier. 1 In summary, he was referred for metabolic and genetic work-up because of severe neonatal cutis laxa and an abnormal serum glycosylation pattern (Table S3) follows: bp, base pairs; He, heart; Es, esophagus; Co, colon; Ce, cervix; Br, brain; Bl, bladder; Ad, adipose; Sm, skeletal muscle; Pr, prostate; Pl, placenta; Ov, ovary; Lu, lung; Li, liver; Ki, kidney; Tr, trachea; Th, thyroid; Tm, thymus; Te, testes; Sp, spleen; Si, small intestine; Fb, fibroblasts; Sk, skin;
Tn, tendon. 
